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What is claimed is : 

1. A combination comprising a therapeut ically- 
effective amount of a cyclooxygenase-2 inhibitor, a 
5 leukotriene B4 receptor antagonist and an 

immunosuppressive drug, wherein the immunosuppressive 
drug is selected from the group consisting of 
antiproliferative agents , antiinf lammatory-ac ting 
compounds and inhibitors of leukocyte activation. 

10 

2 . The combination of Claim 1 wherein the 
cyclooxygenase-2 inhibitor is selected from Dupont Dup~ 
697, Taisho NS-398, meloxicam, flosulide or compounds of 
Formula I 

15 




wherein : 

A is a 5- or 5-member ring substituent selected 
20 from partially unsaturated or unsaturated heterocyclo or 
carbocyclic rings ; 

r1 is at least one substituent selected from the 
group consisting of heterocyclo, cycloalkyl, 
cycloalkenyl and a'ryl , wherein is optionally 
25 substituted at a subs t i tutable position with one or more 
radicals selected from the group consisting of alkyl, 
haloalkyl, cyano, carboxyl , alkoxycarbonyl , hydroxyl, 
hydroxyalkyl , haloalkoxy, amino, alkylamino, arylamino, 
nitro, alkoxyalkyl, alkylsulf inyl , halo, alkoxy and 
30 alkylthio; 

r2 is selected from the group consisting of alkyl, 
and amino; and 

is a radical selected from the group consisting 
of halo, alkyl, alkenyl, alkynyl, 0x0, cyano , carboxyl , 
35 cyanoalkyl, he terocyc looxy , alkyloxy, alkylthio, 

alkylcarbonyl , cycloalkyl, aryl , haloalkyl, heterocyclo. 
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cycloalkenyl , aralkyl, heterocycloalkyl , acyl, 
alkylthioalkyl , hydroxyalkyl , alkoxycarbony 1 , 
arylcarbonyl , aralky Icarbony 1 , aralkenyl . alkoxyalkyl , 
arylthioalkyl . aryloxyalkyl , aralky Ichioa Iky 1 , 
5 aralkoxyalky 1 , alkoxyaralkoxyalky 1 , alkoxycarbony lalky 1 , 
aminocarbony 1 , ammocarbony lalky 1 . alkylaminocarbonyl . 
N-arylaminocarbonyl , N-alkyl -N-arylaminocarbony 1 , 
al kyl aminocarbony la Iky 1 , carboxyalkyl , alkylamino, N- 
arylamino, N-aralky lamino , N-a Iky 1 -N-aralkylamino, N- 

10 alkyl-N-arylamino, aminoalkyl, alky laminoalkyl , N- 
arylaminoalkyl , N-aralkylaminoalkyl , N-alkyl -N- 
aralkylaminoalkyl , N-alkyl -N- arylaminoalkyl , aryloxy , 
aralkoxy, arylthio. aralkylthio, alkylsul f inyl , 
alkylsulf onyl , aminosul f onyl , alkylaminosulf onyl . N- 

15 arylaminosulf onyl , ary Isul f onyl , and N-alkyl-N- 
ary laminosul f onyl ; 

or a pharmaceutically-acceptable salt thereof. 

3 . The combination of Claim 1 wherein the 
20 leukotriene B4 "receptor antagonist is selected from the 
group consisting of calcitriol, ontazolast, Bayer Bay-x- 
1005, Ciba-Geigy CGS-25019C,' ebselen, Leo Denmark ETH- 
615, Lilly LY-293111, Ono ONO-4057, Terumo TMK-688, 
Boehringer Ingleheim BI-RM-270, Lilly LY 213024, Lilly 
25 LY 264086. Lilly LY 292728, Ono ONO LB457, Pfizer 

105696, Perdue Frederick PF 10042, Rhone- Poulenc Rorer 
RP 66153, SmithKline Beecham SB-201146, SmithKline 
Beecham SB-201993, SmithKline Beecham SB-209247, Searle 
SC-53228, Shionogi S-2472, Searle SC-52798, Leo Denmark 
30 SR-2566, Tanabe T-757, Sumitamo SM 15178, and American 
Home Products WAY 121006. 

4.. The combination of Claim 3 wherein the 
leuKotriene B4 receptor antagonist is selected from the 
35 group consisting of calcitriol, ontazolast, Bayer Bay-x- 
1005, Ciba-Geigy CGS-25019C, ebselen, Leo Denmark ETH- 
615, Lilly LY-293111, Ono ONO-4057, SmithKline Beecham 
SB-201993, SmithKline Beecham SB-209247, Warner-Lambert 
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BPC-15, Pfizer 105696, Shionogi S-2472, Searle SC-52798, 
Leo Deninark SR-2566, Tanabe T-757, and Terumo TMK-688. 

5- The combination of Claim 2 wherein the 
cyclooxygenase-2 inhibitor is selected from compounds of 
Formula I. 

6. The combination of Claim 5 wherein A is selected 
from the group consisting of oxazolyl, isoxazolyl, 
thienyl, dihydrof uryl , furyl, pyrrolyl, pyrazolyl, 
thiazolyl , imidazolyl , i sothiazolyl , eye 1 open tenyl , 
phenyl, and pyridyl; wherein is selected from the 
group consisting of 5- and 6-membered heterocyclo, lower 
cycloalkyl, lower cycloalkenyl and aryl, wherein the 
aryl is selected from the group consisting of phenyl, 
biphenyl and naphthyl, wherein is optionally 
substituted at a substi tutable position with one or m.ore 
radicals selected from the group consisting of lower 
alkyl, lower haloalkyl, cyano, carboxyl , lower 
alkoxycarbonyl , hydroxyl , lower hydroxyalkyl , lower 
haloalkoxy, amino, lower alkylamino, phenylamino, nitro, 
lower alkoxyalkyl, lower alkylsulf inyl , halo, lower 
alkoxy and lower alkylthio; wherein r2 is selected from 
the group consisting of lower alkyl and amino; and 
wherein R^ is a radical selected from the group 
consisting of halo, lower alkyl, oxo, cyano, carboxyl, 
lower cyanoalkyl, heteroary loxy , lower alkyloxy, lower 
cycloalkyl, phenyl, lower haloalkyl, 5- or 6-membered 
heterocyclo, lower hydroxylalky 1 , lower aralkyl, acyl, 
phenylcarbonyl , lower alkoxyalkyl, heteroary loxy , 
alkoxycarbony 1 , aminocarbony 1 , alkylaminocarbonyl , 
alkylamino, aminoalkyl, alkylaminoalky 1 , aryloxy, and 
aralkoxy; or a pharmaceutically-acceptable salt thereof. 

7 . The combination of Claim 6 wherein A is 
selected from the group consisting of oxazolyl, 
isoxazolyl, dihydrof uryl , imidazolyl, and pyrazolyl; 
wherein R^ is selected from the group consisting of 5- 
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and 6-membered heterocyclo, and aryl, wherein aryl is 
selected from the group consisting of phenyl, biphenyl 
and naphthyl, wherein is optionally substituted at a 
substitutable position with one or more radicals 
5 selected from the group consisting of lower alkyl, lower 
haloalkyl, cyano, carboxyl , lower alkoxycarbony 1 , 
hydroxyl, lower hydroxyalky 1 , lower haloalkoxy, amino, 
lower alkylamino, phenylamino, nitre, lower alkoxyalky 1., 
lower alkylsulf inyl , halo, lower alkoxy and lower 

10 alkylthio'; v/hereih is amino; and wherein R^ is a 
radical selected from the group consisting of oxo, 
cyano., carboxyl, lower alkoxycarbonyl , lower 
carboxyalkyl , lower cyanoalkyl, halo, lower alkyl, lower 
alkyloxy, lower cycloalkyl, phenyl, lower haloalkyl, 5- 

15 or 6-membered heterocyclo, lower hydroxylalkyl , lower 

aralkyl, acyl, pheny Icarbony 1 , lower alkoxyalky 1 5 - or 
6-membered heteroaryloxy , aminocarbony 1 , lower 

alkylaminocarbonyl , • lower alkylamino, lower aminoalkyl, y 
lower alkylaminoalkyl , phenyloxy, and lower aralkoxy; or 
20 a pharmaceutically-acceptable salt thereof. 

8. The combination of Claim 7 wherein A is 
selected from the group . consisting of oxazolyl, 
isoxazolyl, imidazolyl, and pyrar^olyl; wherein R^ is 

25 phenyl optionally substituted at a substitutable 

position with one or more radicals selected from the 
group .consisting of methyl, ethyl, iscpropyl, butyl, 
tert-butyl, isobutyl, pentyl , hexyl, t r i f luoromethyl , 
cyano, carboxyl , methoxycarbonyl , hydroxyl , 

30 hydroxymethyl , tri f luorome thoxy , ammo, N-me thy lamino . 
N, N-dimethylamino, N-e thy lamino , N , N-dipropylamino , N- 
buty lamino , N -me thy 1 -N- ethyl ammo , nitro , methoxyme thy 1 , 
methylsulf myl , fluoro, chloro, bromo, methoxy, ethoxy, 
propoxy, n-butoxy, pentoxy, and methylthio; wherein. r2 

35 is amino; and wherein R^ is a radical selected from the 
group consisting of oxo, OYQino , carboxyl, 
methoxycarbonyl , ethoxycarbony 1 , carboxypropy 1 , 
carboxymethyl , carboxyethyl , cyanomethyl , fluoro. 
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chloro, bromo, methyl/ ethyl, isopropyl, butyl, tert- 
butyl, isobutyl, pentyl, hexyl , f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
dichloromethyl , tri chloromethyl , pentaf luoroe thyl , 
heptaf luoropropyl , f luoromethyl , dif luoroe thyl , 
dif luoropropyl , dichloroethyl , dichlorbpropyl , methoxy , 
ethoxy, propoxy, n-butoxy, pentoxy, cyclohexyl, phenyl, 
pyridyl, thienyl, thiazolyl, oxazolyl, f uryl , pyrazinyl, 
hydroxylmethyl , hydroxylpropyl , benzyl, formyl, 
phenylcarbonyl , methoxymethyl , f urylmethyloxy , 
aminocarbony 1 , N-methylaminocarbony 1 , N,N- 
dimethylaminocarbony 1 , N-dimethy lamino , N-ethylamino , 
N-dipropy lamino , N-buty lamino , N-methyl -N-ethylamino , 
aminomethyl , N, N-dimethy laminomethyl , N-methyl-N- 
e thylaminomethy 1 , benzyloxy, and phenyloxy; or a 
pharmaceutically-acceptable salt thereof. 

9 - The combination of Claim 8 wherein the 
cyclooxygenase-2 inhibitor is selected from compounds, 
their prodrugs and their pharmaceutically-acceptable 
salts, of the group consisting of 

3 - ( 3 , 4-dif luorophenyl ) -4- ( 4 -methyl sulfonylphenyl ) -2 - ( 5H) - 

furanone; 

3- phenyl-4-4-methylsulf onylphenyl ) -2- (5H) -furanone; 

4 - [5 - ( 4-chlorophenyl ) -3- ( tri f luoromethyl ) -IH-pyrazol- 1- 

yl ] benzenesulf onamide ; 

4- [5- (4-methylphenyl) -3- ( tri f luoromethyl ) -lH-pyrazol-1- 

yl ] ben z ene su 1 f onamide ; 
4 - [ 5 - ( 3 - f luoro-4 -methoxypheny 1 ) - 3 - ( di f luoromethyl ) - IH- 
pyrazol - 1 -yl ] benz ene su 1 f onamide ; 

3 - [ 1 - [ 4 - ( methyl su 1 fonyl ) phenyl ] - 4- tri f luoromethyl - IH- 

imidazol-2 -yl ] pyridine ; 
2 -methyl- 5- [1- [4- (me thyl sul fonyl ) phenyl ] -4- 

trif luoromethyl -IH-imidazol- 2 -yl ] pyridine; 
4- [2- (5-methylpyridin-3-yl) -4- ( tri f luoromethyl ) -IH- 

imidazol-l-yl ] benz enesul f onamide ; 

4 - [ 5 -methyl -3 -phenyl i soxazol - 4 -y 1 ] benzenesulf onamide ; 
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4- [ 5 -hydroxy ethyl -3 -phenyl! soxazol-4 - 

yl ] benzenesulf onamide ; 
[2- trif luoromethyl-5- ( 3 , 4 -di f luoropheny 1 ) -4- 

oxazoly 1 ] benzenesul f onamide ; 
4- [2-methyl-4-phenyl-5-oxazolyl] benzenesul f onamide ; and 
4 - [5 - (3-f luoro-4-methoxyphenyl~2-trif luoromethyl) -4- 

oxazolyl ] benzenesulf onamide . 

10. The composition of Claim 1 wherein the 
leukocyte activation inhibitor is a cyclosporin. 

ri . The composition of Claim 10 wherein the 
cyclosporin is cyclosporin A. 

12 . A pharmaceutical composition comprising a 
pharmaceutically-acceptable carrier and a 
therapeutically-ef f ective amount of a leukotriene B4 

receptor antagonist, a cyclosporin and a cyclooxygenase- 
2 inhibitor selected from Dupont Dup 697, Taisho NS-398, 
meloxicam, flosulide or compounds of Formula I 



wherein : 

A is a 5- or 6-member ring substituent selected 
from partially unsaturated or unsaturated heterocyclo or 
carbocyclic rings; 

is at lea:st one substituent selected from the 
group consisting of heterocyclo, cycloalkyl, 
cycloalkenyl and aryl , wherein is optionally 
substituted at a subst i tutable position with one or more 
radicals selected from the group consisting of alkyl, 
haloalkyl, cyano, carboxyl , alkoxycarbonyl , hydroxyl, 
hydroxyalkyl , haloalkoxy, amino, alkylamino, arylamino, 
nitro, alkoxyalkyl, alkylsul f inyl , halo, alkoxy and 
alkyl thio ; 
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r2 is selected from the group consisting of alkyl, 
and amino; and 

r3 is a radical selected from the group consisting 
of halo, alkyl, alkenyl, alkynyl, oxo, cyano, carboxyl, 
cyanoalkyl, heterocyclooxy , alkyloxy, alkylthio, 
alkylcarbonyl , cycloalkyl, aryl , haloalkyl, heterocyclo, 
cycloalkenyl, aralkyl, heterocycloalkyl , acyl, 
alkyl thioalkyl , hydroxyalkyl , a Ikoxycarbony 1 , . 
arylcarbonyl , ara Iky 1 car bony 1 , aralkenyl , alkoxyalky 1 , 
aryl thioalkyl , aryloxyalkyl , aralkyl thioalkyl , 
aralkoxyalkyl , alkoxyaralkoxyalky 1 , al.koxycarbonylalky 1 , 
aminocarbonyl , aminocarbonylalkyl , alkylaminocarbony 1 , 
N-arylaminocarbonyl , N-alkyl-N-arylaminocarbonyl , 
alkylaminocarbonylalkyl , carboxyalkyl , alkylamino, N- 
arylamino , N-aralkylamino , N-alkyl-N-aralkylamino, N- 
alkyl-N-arylamino , aminoalkyl , alkylaminoalky 1 , N- 
ary laminoalkyl , N-aralkylaminoalky 1 , N-alkyl-N- 
aralkylaminoalkyl , N-alkyl-N-arylaminoalkyl , aryloxy , 
aralkoxy, arylthio, aralkyl thio, alkylsulf inyl , 
alkylsulf onyl , aminosulf onyl , alkylaminosulf onyl , N- 
arylaminosulf onyl , arylsulf onyl , and N-alkyl-N- 
arylaminosulf onyl ; 

or a pharmaceutically-acceptable salt thereof. 

13. The combination of Claim 12 wherein the 
cyclooxygenase-2 inhibitor is selected from compounds of 
Formula I. 



